Introduction
Invasive pulmonary aspergillosis (IPA) is a serious and fatal disease, typically occurring in highly immunocompromised patients, which mainly involves the lung parenchyma [1] . Aspergillus tracheobronchitis (AT) is an unusual form of IPA, in which Aspergillus infection is confined entirely or predominantly to the tracheobronchial tree. AT is classified as pseudomembranous, ulcerative and obstructive, according to its bronchoscopic appearance [2] . As IPA, neutropenia, hematologic malignancies, solid organ transplantation (especially lung) or hematopoietic stem cell transplantation, and chronic corticosteroid therapy are main predisposing underlying conditions of AT. Advanced hunan immunodeficiency virus (HIV) disease, systemic lupus erythematosus, structural abnormalities of airway, uncontrolled diabetes mellitus and influenza are rare but possible predisposing factors of AT [2, 3] .
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• AT and influenza A in an AIDS patient www.icjournal.org 210 drome (AIDS) patients. Its lower incidence among HIV-infected patients is associated with highly active antiretroviral therapy (HAART) [3] [4] [5] . After pandemic of influenza A/H1N1 2009, there are several reports of IPA in patient with influenza A [6] . But there is a few published report of AT in a HIV/AIDS patient with influenza A infection. Here, we report a 45 yearold AIDS patient with influenza A infection who developed pseudomembranous AT without corticosteroid use or immunosuppressive therapy.
Case Report
A 45-year-old male was admitted with a productive cough, rhinorrhea, headache and fever over a period of 10 days on January 2013. On February 2012, he was diagnosed as HIV/ AIDS, since then he was taking HARRT with lamivudine/abacavir and ritonavir-boosted atazanavir with good compliance. His initial CD4 T cell count and plasma HIV RNA level were 6 cells/mm 3 and 203,863 copies/mL, respectively. The last CD4
T cell count was 87 cells/mm 3 with undetectable HIV RNA Figure 1 . Chest CT of the patient on hospital day 13 shows numerous small centrilobular nodules and peribronchovascular consolidations on both lungs.
A B Figure 2 . Bronchoscopic findings of the patient. Cream-colored thick pseudomembrane were found from vocal cord (A), carina (B), bronchus intermedius (C) to whole bronchi. and no recurrence was detected at last study which was performed just two weeks before his admission. A week before admission, he came to outpatient clinic to check the result of his last study for lymphoma. He complained rhinorrhea, cough and headache without fever, but there were no new abnormalities on images of his neck, chest and abdominal computed tomography (CT), which were performed a week ago. His absolute neutrophil count (ANC) was 700/mm 3 . He was prescribed a single injection of granulocyte colony stimulating factor (G-CSF) and daily administration of oral levofloxacin.
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On the day of admission, he came back to outpatient clinic because his symptoms were aggravated. Physical examination revealed an acutely ill appearance without fever and crackle with expiratory wheezing which was heard on his left lower lung field. White blood cell count was 2,100/mm 3 
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and administered G-CSF until the recovery of neutropenia. PJP prophylaxis and HAART were continued. Because of no improvement, antibacterial agent was changed to imipenem on day 5 and vancomycin was added on day 9. No bacterium or fungus was recovered from initial and followed blood, urine and sputum culture. Oseltamivir 75 mg per 12 hours was added for 10 days from day 3 after the identification of influenza A virus from the patient's nasopharyngeal secretion by a real-time reverse transcription polymerase chain reaction.
Despite administration of broad-spectrum antibacterial and antiviral treatment and recovery from neutropenia, there was no clinical improvement. Rather, the patient complained of dyspnea and chest discomfort. Chest CT was done on day 12 and it revealed newly developed numerous centrilobular nodules and peribronchial consolidations (Fig. 1) . In bronchoscopy, whitish thick mucus plugs were observed from vocal cord via trachea to whole bronchi, reported as highly suggestive of pseudomembranous AT (Fig. 2) . Both bronchoalveolar lavage (BAL) analysis and pathologic examination of the biopsy specimens demonstrated invasive septate hyphae (Fig. 3) . Cultures of BAL fluid yielded Aspergillus fumigatus. Two consecutive results of galactomannan (GM) test at two-day intervals were negative. Amphotericin B deoxyclolate was initiated (daily dose 1.0 mg/kg/day) but 3 days later the therapy was changed to voriconazole (6 mg/kg per 12 hours for first 24 hours, then 4 mg/kg per 12 hours) because of increased serum creatinine level and progression of disease. However, respiratory failure was developed on following day and the patient died (Fig. 4) . Necropsy was not performed.
Literature review
We conducted literature search in PubMed (http://www. Lee JY, et al.
• AT and influenza A in an AIDS patient www.icjournal.org 214 ncbi.nlm.nih.gov/pubmed) and KoreaMed (http://www.koreamed.org) with the terms "Aspergillus tracheobronchitis", "tracheobronchial aspergillosis" or "bronchial aspergillosis" and "HIV" or "AIDS" to identify articles pertaining to the subject published between January 1985 and July 2013. We reviewed the bibliographies of the selected articles for additional relevant references. Finally, we found 11 cases of AT in AIDS patients in the literature since 1985 [3, 4, [7] [8] [9] [10] (Table 1 ). The predisposing factors were neutropenia, CD4 T-lymphocytopenia (< 100 cells/mm 3 ), AIDS-defining opportunistic illnesses and corticosteroid use. Neutropenia was associated with drugs such as zidobudine, vincristine. Nine patients died but only five deaths were attributable to AT and subsequent development of invasive aspergillosis. All patient with pseudomembranous type died because of AT. A. fumigatus is the most common pathogen, accounting for 63%, followed by Aspergillus flavus and Aspergillus niger.
Discussion
Advanced AIDS is known as one of the predisposing factors of IPA and AT [1] . However, the overall prevalence of IPA and AT in AIDS patients are less than 5% [3, 5] . Furthermore, with the introduction of HAART, the incidence of IPA and AT has been decreased markedly [3, 11] . There is no patient had AIDS among 12 cases of AT patients which were reported in South Korea from 1998 to 2010 [12] . In our review, there were only two cases since 2000 including our case. The patient who reported by Antinori et al, had started HAART at the time of diagnosis of AT [10] . This is the first case report of the patient who developed AT while receiving HAART.
The predisposing factors of AT were not differ from that reported in other forms of IPA in AIDS patients [4, 5] . CD4 T-lymphocytopenia, neutropenia and influenza A infection may act as possible predisposing factors of AT in this case. There is no evidence of lymphoma recurrence and his diabetes was well-controlled. Boots et al. described a case of postinfluenza pseudomembranous AT in a 35-year-old woman with CD4 T-lymphocytopenia (CD4+ count 16 cells/mm 3 ) with poor mitogen responsiveness to Aspergillus [13] . Wauters et al [6] . reported nine IPA patients among 40 critically ill H1N1 patients at two tertiary hospitals in Belgium and most of IPA patients were received corticosteroid or immunosuppressive therapy before the development of IPA. The alteration of ciliary defences of airway has been proposed as the possible mechanism of development of AT [3] and it occurs during the early stages of influenza-derived pneumonia [14] . The clinical manifestation of AT is non-specific and variable. Cough, dyspnea and fever are the most common symptoms [3, 4, [7] [8] [9] . Wheezing or stridor was observed in about one-quarter of AT patients [3] . Bilateral or unilateral pulmonary infiltrates are the most common radiologic findings, but more than onethird of the reported cases displayed no abnormalities at admittance. The close follow-up of simple chest radiography in patients at high risk of IPA is important [1, 3, 15] . Chest CT is recommended with higher reliability compared to simple chest radiography (79.4% vs. 42.7%). Bronchoscopic examination with microbiologic sampling and culture of the biopsy specimens is the choice of diagnosis for AT. Histopathologic demonstration of Aspergillus-like hyphae invading the bronchial mucosa is the definitive diagnosis. The role of GM is not well established although the sensitivity of GM is 60% in overall AT patient [3] . In the majority of cases reviewed in this report, GM was not checked. In our case, the results of two serial serum GM after diagnosis of AT by bronchoscopy were all negative.
Although AT has a relatively benign course than other forms of IPA, is fatal. The all-cause in-hospital mortality rate was about 40%, and most deaths were considered to be directly attributable to invasive aspergillosis. Neutropenia is independently associated with poor outcome and neutropenic patients are more likely to be diagnosed with pseudomembranous form [3] . Delayed treatment also has been proposed as contributable factor to worse prognosis [16] .
There are no specific recommendations for the optimal therapy of AT. Itraconazole is an effective antifungal agent in our review [3, 4, [7] [8] [9] [10] . For IPA, the guidelines of the Infectious Diseases Society of America recommend voriconazole as the primary therapy, since this second-generation triazole has been demonstrated to improve survival and result in fewer severe side effects than Amphotericin B-containing drugs [17] . However, with the paucity of reported cases, it is not clear whether voriconazole is an effective first-line therapy for AT in overall patients and in AIDS patients [3] . There is only one known case in which voriconazole was used as first-line therapy, but it was effective only when combined with caspofungin [10] . Several authors have reported their successful experiences with adjuvant local therapy, such as amphotericin B aerosol or bronchoscopic removal of necrotic tissue [4, 7] .
AT is an uncommon but, fatal disease in AIDS patients. Its clinical presentation includes fever and respiratory symptoms (cough, dyspnea or wheezing) but is non-specific, and the initial radiographic examination lacks sensitivity for early diag-nosis. Neutropenia, CD4 T-lymphocytopenia, AIDS-defining opportunistic illnesses and corticosteroid use are known major risk factors of AT. Additionally, influenza infection may be the one of possible risk factors. If an AIDS patient who is at high risk of AT infected by influenza, clinicians should be aware of this entity. Prompt investigation of AT including chest CT and bronchoscopy, and consideration of starting empirical or preemptive antifungal therapy are necessary for refractory cases.
